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CLAIMS : 

Isolated and purified human 12 -lipoxygenase 
from hurhan tissue, A said isolated and purified human 12- 
lipoxygena&e being/-distinct from that found in human 
platelets anck diystin/ct from human 15 -lipoxygenase . 

2. The aspirated and purified human 12 -lipoxygenase 
of claim 1, wherein said 12 -lipoxygenase is from human 
vascular smooth muscle cells, adrenal cells, endothelial 
cells or monocytes. \ 

3 . A method f otor diagnosing a disease state in a 
patient in which the 12 -lipoxygenase of c laims 1-2 or 12- 
HETE is an etiological! agent which comprises: 

(i) obtaining a physiological specimen from 
said patient; and 

(ii) determining whether the etiological agent 
or antibodies to s^id etiological agent are present 
in said specimen, 

4. The method of & laim 3 in which said disease 
fU state is an inflammatory or autoimmune condition 
^ atherosclerosis, cancer growth, cancer metastasis, 
Q dysfunctional secretion of insulin in non-insulin 
P 5 dependent diabetics, glucose- induced oxidative stress or 

the development of end-organ dysfunction or damage. 

5. The method of claim^4, wherein said disease 
state is atherosclerotic vascular disease, human breast 
cancer, or Type II diabetes. 

A method for treating a/patient suffering form 
a disease state in which hi 12 -lipoxygenase or 12 -HETE is 
an etiological agent which comp/ises administering to 
Qh—^ said human patient an hi 12 -^Lipoxygenase inhibitor in an 
5 amount effective to retard ^^(Linhibit expression of said 
hi 12 -lipoxygenase . 

7. The method of c3 ^im_ 6 , wherein said disease 
state is Type II diabete/ or breast cancer, 
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8. The method of claipi 6, wherein^ said disease 
state is non-insulin dependent diabete^ mellitus and the 
human 12 -lipoxygenase inhibitor is administered in an 
amount therapeutically effective to /enhance the ability 
of insulin to induce glucose transport in muscle and the 
secretion of insulin in pancreafc3&£/'islets 

9. The method of c laim £/ in which said inhibitor 
is NDGA, CDC, panaxynol, «biaca£ein, pioglitazone , 
aminoguanidine or a ribozyme ywhich cleaves hi 12- 
lipoxygenase mRNA. 

^0 . A method for inhibiting or reducing vascular 
endothelial growth factor production in a human patient 
which coWises administering to said patient an hi 12- 
lipoxygenase inhibitor in an amount effective to retard 
or inhibit Yhe expression of hi 12 -lipoxygenase . 

11. A Vet hod for the treatment of a human patient 
suffering from a cytokine mediated autoimmune, 
inflammatory or atherosclerotic disorder which comprises 
administering ti& said patient a human 12 - lipoxygenase 
inhibitor in an Amount therapeutically effective to 
mediate the actiorryof said cytokine on human vascular 
smooth muscle. 

12. The method\o£ cp^aim 11 in which said cytokine 
is interleukin 1, intfir/eukin 4 or interleukin 8. 

13 . A method f oArVreducing monocyte binding to human 
endothelial cells whil^hXcomprises administering to a 
patient in need thereof an inhibitor of human 12- 
lipoxygenase in a therapeiitically effective amount. 

14. The method of claims 10, 11, 12 or 13, wherein 
said inhibitor' is NDGA, CDC A panaxynol , baicalein, 
pioglitazone, aminoguanidine >pr a ribozyme which cleaves 
hi 12-1 ipoxygenase mRNA . 

15. A method for generating lipid mediators which 
activate signal transduction pathways associated with 
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\nflammatory and autoimmune conditions, atherosclerosis, 
cancer growth and metastasis, said lipid mediators being 
hydroperoxides, kinases, mitogen activated kinases, 
transcription factors, and oncogenes Which method 
comprises administering to a mammal in need thereof a 
therapeutically effective amount of arachidonic or 
linoleia acid, wherein said human 12 -lipoxygenase 
utilizes \said acid to generate such a lipid mediator. 

16. Whe method of cl aim 15 in which said lipid 
mediator is a hydroperoxide, a mitogen activated kinase 
or NFkB^ \ 

17. A\ method for increasing the activity and 
expression of human 12 -lipoxygenase which comprises 
administering to a human i>atient a therapeutically 
effective amount of an Lrrf^Lammatory cytokine, a growth 
factor or angiotensin xl . J 

18. The mtethod \gf ^dlai m 17 in which said 
inflammatory cytokine is interleukin-1 . 

19. The metnoti of c lai m 17 in which said growth 
factor is platelet\ derived growth factor. 

20. A method for increasing the activity and 
expression of 12 -lipoxygenase mRNA and protein in human 
aortic smooth muscle cells which comprises treatment of 
said cells with angiotensin II in an amount effective to 
increase said activity and expression. 

21. A method for tke reduction of angiotensin II 
related cardiovascular disease which comprises 
administration to a patient\in need thereof a 
therapeutically effective amount of a drug effective to 
blockade the human 12 -L0 pathway. 

22 . A method for inhibiting Mie proliferation of 
breast cancer tissue in a human p^fcjjent which comprises 
administering to said patient a therapeutically effective 
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amount of a drug which inhibits human expression or 

activation. 

23. The method of claim 22 in yfhich said human 12- 
lipoxygenase inhibitwr is NDGA, CDC / panaxynol , 
baicalein, pioglitazone, aminoguaniaine or a ribozyme 
which cleaves hi 12 -lipoxygenase rtKNA. 

24. The method of cl aim_ 22 /in which the breast 
cancer cell growth and de^sielopm^nt is basal, epidermal 
growth factor- induced or estrogen induced. 

25. A method for mediat/Lng breast cancer cell 
growth and development which/ comprises administering to a 
patient in need thereof ^therapeutically effective 
amount of a human 12 -lipoxygenase pathway inhibitor. 

26. The method of jclaim 25 in which said human 12- 
lipoxygenase inhibitor yls NDGA, CDC, panaxynol, 
baicalein, pioglitazoi^e, aminoguanidine or a ribozyme 
which cleaves hi 12 -^Lipoxygenase mRNA. 

27. The methoti of cl aim 25 in which the breast 
cancer cell growtM and development is basal, epidermal 
growth factor- induced or estrogen induced. 

for monitoring cytokine induced 
iscle cell migration and proliferation 
rerosclerosis which comprises measuring 
lan 12 -lipoxygenase mRNA or protein 

cells upon treatment with a cytokine 
se in said expression is indicative of 
^n and proliferation. 

29. A method for treating V patient having a 
disease state in which 12-HETE xs an etiological agent 
which comprises decreasing mitpgenic activity in said 
patient 

30. The method of clajfo 29, wherein the decrease in 
mitogenic activity results/from reducing ERK, JAK and/or 
JNK activity in said patiyfent . 
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31. The method of clairrL^O, wherein JNK activity is 
reduced by decreasing PAK acfei^ity. 

^2. poe method of claim 29/ wherein the mitogenic 
activitV is ^creased by administering a therapeutically 
ef f ective\a\tfount of a 12-LO^-xnhibitor to the patient 
sufficient ^o decrease mitogenic activity. 

33. The method of c L^Ljt i 29, wherein the disease 
state is Type II diabetes/^r breast cancer. 

A method for treating a patient having a 
diseask state in which VEGF is an etiological agent which 
comprises decreasing the amount of VEGF in said patient. 

35. V The Aeuhad of c laim 34, wherein the disease 
state is p^olifWr^tive diabetic retinopathy or 
accelerated Vascular disease associated with diabetes. 

36. ThA method of c laim 34, wherein the amount of 
VEGF is decreased by administering to the patient a 
therapeuticallAef fective amount of a 12-LO inhibitor 
sufficient to decrease VEGF in the patient. 

37. A method for increasing insulin receptor 
phosphorylation in patient^/ having Type II diabetes which 
comprises administering tfb the patient a therapeutically 
effective amount of a l^feo inhibitor sufficient to 
inhibit 12-LO pathwav/^roducts from inhibiting insulin 
receptor phosphorylation. 

38. A method for reduoind^l2 -LO gene expression and 
12-HETE levels in a patient/ ^h±Jh comprises administering 
to the patient a therapeutically effective amount of Mg. 




